Background: This study aimed to develop a prognostic model to predict the breast cancer-specific survival and overall survival for breast cancer patients in Asia and to demonstrate a significant difference in clinical outcomes between Asian and non-Asian patients. Methods: We developed our prognostic models by applying a multivariate Cox proportional hazards model to Taiwan Cancer Registry (TCR) data. A data-splitting strategy was used for internal validation, and a multivariable fractional polynomial approach was adopted for prognostic continuous variables. Subjects who were Asian, black, or white in the US-based Surveillance, Epidemiology, and End Results (SEER) database were analyzed for external validation. Model discrimination and calibration were evaluated in both internal and external datasets. Results: In the internal validation, both training data and testing data calibrated well and generated good area under the ROC curves (AUC; 0.865 in training data and 0.846 in testing data). In the external validation, although the AUC values were larger than 0.85 in all populations, a lack of model calibration in non-Asian groups revealed that racial differences had a significant impact on the prediction of breast cancer mortality. For the calibration of breast cancerspecific mortality, P values < 0.001 at 1 year and 0.018 at 4 years in whites, and P values ≤ 0.001 at 1 and 2 years and 0.032 at 3 years in blacks, indicated that there were significant differences (P value < 0.05) between the predicted mortality and the observed mortality. Our model generally underestimated the mortality of the black population. In the white population, our model underestimated mortality at 1 year and overestimated it at 4 years. And in the Asian population, all P values > 0.05, indicating predicted mortality and actual mortality at 1 to 4 years were consistent. Conclusions: We developed and validated a pioneering prognostic model that especially benefits breast cancer patients in Asia. This study can serve as an important reference for breast cancer prediction in the future.
Background
Globally, breast cancer is the most common incident cancer. In 2017, cancer was the leading cause of death in Taiwan, and this has been the case for the past 36 years as well as the leading cause of cancer deaths and disability-adjusted life years in women [1] . Interestingly, Asians constitute the largest proportion of breast cancer patients worldwide [2] .
Consequently, it is essential to assess prognostic risk factors, treatment effects, and survival rates in women with breast cancer in Taiwan or, more broadly, in Asia.
In recent years, several research studies have been performed to predict the survival rates of breast cancer patients. For example, PREDICT [3] [4] [5] is a useful prognostic algorithm implemented online to predict the breast cancer-specific survival and overall survival of female patients with early-stage breast cancer in Britain. This web-based tool can help breast cancer patients and physicians to estimate survival rates in the next few years, as well as predict treatment effects. However, most of the prognostic models for breast cancer patients focus only on Western populations, and previous studies indicate that breast cancer survival rates vary greatly between Asian and European people, due not only to treatment or environmental factors, but also to fundamental genetic variation [6] [7] [8] [9] .
In light of this concern, the first aim of this study was to develop a prognostic model to predict the overall survival and breast cancer-specific survival in Taiwan. Based on the results, we are able to predict the mortality of breast cancer patients in Asia. The data used for model development were from a large cohort followed by the Taiwan Cancer Registry (TCR) and included systemic treatments, site-specific factors, and long-term outcome tracking in 20 hospitals nationwide from 2011 to 2015. The second aim of this study was to assess the impact of racial differences based on model validation in different populations. We verified our model through the model discrimination and calibration against the Asian, white, and black populations in the US-based Surveillance, Epidemiology, and End Results (SEER) database [10] .
Methods

Data source and sample selection
The original data for our primary analysis were retrieved from the TCR database. The TCR provides complete core information for cancer cases in Taiwan that meet the criteria for high data quality [11, 12] . Its data source consists of 19 medical centers and a district hospital specializing in cancer research, Koo Foundation Sun Yat-Sen Cancer Center. A total of 90,841 patients diagnosed with breast cancer from January 1, 2011, to December 31, 2015, were recruited, and the last follow-up date was December 31, 2017. The study flow is illustrated in Fig. 1 .
The exclusion criteria included death before receiving treatment, not engaging in any treatment at the reporting hospital, having tumor size ≥ 989 mm or a cancer of unknown primary origin, transferring to other hospitals, suffering from other malignant tumors, receiving radiation therapy before surgery, and being male. Also, excluded were cases with pathologic stage 0; patients whose date of death was earlier than the date of diagnosis; cases without surgery; patients whose cancer genotype was human epidermal growth factor receptor 2-negative (HER2−) but who still received targeted therapy; patients with hormone receptor-negative (HR−) cancer, i.e., estrogen receptornegative (ER−) and progesterone receptor-negative (PR−), who received hormone/steroid therapy; cases with a diagnosis not confirmed by histology; and patients under age 18 at diagnosis. The number of patients excluded for each reason is presented in Fig. 1 . The ER+ and PR+ genotypes were defined as more than one tumor specimen, as the definition in SEER Registrar Staging Assistant (SEER*RSA). HER2+ status was required to be established by immunohistochemistry, chromogenic in situ hybridization, fluorescence in situ hybridization, or similar methods. 
Prognostic model development and internal validation
We considered overall survival and breast cancer-specific survival as study endpoints. A Cox proportional hazards model was adopted in R using the package "survival" [13] to estimate the hazard ratio associated with various risk factors or clinical treatments. Chemotherapy, radiation therapy, hormone/steroid therapy, and targeted therapy were treated as binary variables, expressed as yes/no answers to the question, "Did the patient receive this therapy?" On the other hand, age at diagnosis, tumor size, and the node-positive ratio (regional lymph nodes positive/regional lymph nodes examined) were continuous variables. Tumor grade, lymph vessel or vascular invasion, breast cancer subtype, and pathologic stage were categorical variables. Breast cancer subtypes were categorized as proposed by Blows [12] and Cheng [13] , with grouping into three major subtypes: (1) We used a data-splitting strategy, first randomly separating the TCR data into training and testing datasets with the ratio 2:1 [14] . The training data were used to construct our prognostic model and to estimate the variable coefficients; the testing data were analyzed for internal validation. In addition, one previous report demonstrated that the effect of the continuous variables, e.g., age at diagnosis and tumor size, was not linear [4] . Therefore, we used the following methods to deal with this issue.
A multivariable fractional polynomial (MFP) approach is commonly adopted in medical research [4, 15, 16] to determine the importance of variables and their functional forms (nonlinear forms) for model development. Among the prognostic variables that we considered, age at diagnosis, tumor size, and the node-positive ratio were continuous variables that were further transformed by the MFP approach. The MFP approach was carried out in R using the package "mfp" [17] . Because the SEER data did not include information on hormone/steroid therapy, targeted therapy, and lymphatic vessel or vascular invasion, we developed another prognostic model which contained all prognostic factors for overall and the breast cancer-specific survival.
External model validation
Our model was validated against the white, the black, and the Asian subpopulations in the SEER database. The follow-up cutoff date of the SEER data was December 31, 2015, and the diagnosis year was from 2011 to 2015. The definition of "Asian" in this study included Chinese, Japanese, Korean, Vietnamese, and Laotian ethnicity. We again emphasize that the model validation based on the SEER data could only be implemented using prognostic factors that were also available in SEER data for both overall survival and breast cancer-specific survival (model 1 and model 3 presented in Fig. 1 ).
Model discrimination and calibration were evaluated separately in our study. For discrimination, the area under the receiver operating characteristic curve (AUC) was assessed. The concordance probability was one primary indicator to assess the discriminatory power and to predict the AUC of a Cox model. Harrell's c-index of concordance [18] was utilized as an alternative measure of discrimination. Harrell's c-index expresses the probability that the predicted event and the observed event (i.e., survival) are consistent based on informative pairs. A Harrell's c-index ≤ 0.5 indicates a poor model, > 0.7 indicates a good model, and > 0.8 indicates a strong model.
Model calibration was also evaluated to explore whether there were significant differences (P value < 0.05) between the predicted mortality and the observed mortality in total or in each category by a given follow-up time after diagnosis. The predicted mortality for cases was calculated from the coefficient estimated by the Cox model [4, 14, 16] .
Results
Prognostic model development
We summarize the MFP function of continuous variables and the associated logarithmic hazard ratios (logHRs) for breast cancer-specific survival regressed on variables contained in the SEER database (model 1) in Table 1 . As mentioned earlier, the SEER database did not contain all prognostic factors present within the TCR. An additional model for the breast cancer-specific survival containing all the important variables in the TCR (model 2) is presented in Table 2 . The estimated coefficients in Tables 1 and 2 are all in line with observations from clinical practice. Conducting chemotherapy (logHR = − 0.4792 in Table 1 and − 0.4147 in Table 2 ), hormone/steroid therapy (logHR = − 0.8397 in Table 2 ), targeted therapy (logHR = − 0.4687 in Table 2 ), or radiation therapy (logHR = − 0.3316 in Table 1 and − 0.3203 in Table 2 ) does indeed improve the survival of breast cancer patients. In terms of the breast cancer subtypes, patients with the triple-negative subtype have a higher risk of mortality (logHR = 1.426 in Table 1 and 0.6457 in Table 2 ) than the others, as is expected. In addition, overall survival model containing variables in the SEER database (model 3) is shown in Additional file 1: Table  S1 , and overall survival model containing all variables (model 4) is presented in Additional file 1: Table S2 .
Cumulative baseline hazards were also formulated by the MFP approach. The non-linear transformation for the time (days) after diagnosis of the four models is the same and contained two terms: time1 = (time/1000) 2 and time2 = log (time/1000)(time/ 1000) If the prediction of cumulative baseline hazard was less than 0, it was replaced with 0. The four functions fitted the corresponding cumulative baseline hazard well. As shown in Fig. 2 , the R-square values were all nearly equal to 1. Then the survival estimationŜðtjZ; βÞ given the time t and prognostic variables Z with corresponding logHR β can be calculated by exp (−CBH t × Z T β). 
Model discrimination and calibration
In follow-up analyses, the Harrell's c-indices were all higher than 0.8, indicating good discrimination ability across all data (Table 3) . However, a significant difference between predicted mortality and observed mortality in calibration was observed for non-Asian groups (Table 4 ), indicating that our model generally underestimated the mortality of the black population, and in the white population, our model underestimated the mortality at 1 year post-diagnosis and overestimated it at 4 years post-diagnosis. These results show that the estimated risk of death in our TCR-based model is not useful for application in individuals with non-Asian ethnicity [19] . Although the Harrell's c-indices performed well, suggesting certain prognostic variables remained important for non-Asian patients, the estimation of life expectancy is incorrect due to the low calibration value, especially in the black population [19] . In terms of the Asian population in Table 4 , although mortality of model 3 calibration at 1 year post-diagnosis for Asians in the SEER database is slightly underestimated, the mortality of model 1 is calibrated well in general. In terms of the training and testing data in Table 4 or Additional file 1: Table S3 , all P values > 0.05, indicating there was no significant difference between predicted mortalities and observed mortalities. Model calibration within the strata of categorical variables is presented in Table 5 and Additional file 1: Tables  S4-S20) . We calibrated at 3 years for model 1 ( The first five rows were calculated using prognostic variables in SEER data, and the last two rows were calculated using all prognostic variables Additional file 1: Tables S6-S7 ) and calibrated for 3 years for model 2 (Additional file 1: Tables S15-S16), in which age at diagnosis and tumor size were also grouped into categories by referring to the classification of Candido [4] . Additional calibration results for models 1 and 2 at 5 years are shown in Additional file 1: Tables S4-S5 and S13-S14, respectively, as are the calibration results for model 3 (Additional file 1: Tables S8-S12) and model 4 (Additional file 1: Tables S17-S20).
For the calibration within each categorical variable at 3 years or 5 years post-diagnosis, although there are some P values < 0.05 in the training data (triple-negative subtype in Additional file 1: Tables S6, S10, S13; hormone therapy in Additional file 1: Table S15), the P values of these variables are not significant in the testing data, indicating that they might be "false positives," that is, the significance occurred randomly. The model 1 calibration for Asians in the SEER database (Table 5 ) 
shows that the breast cancer-specific mortality of grade 2 was slightly overestimated (4 observed versus 12 predicted events, P = 0.026). However, overall, the predicted and observed mortalities are approximately consistent.
Discussion
We have developed a prognostic model to predict overall survival and breast cancer-specific survival in women with breast cancer based on the data collated from the TCR. Since external validation can further strengthen the potential applicability of a prognostic model [14, 16] , we have validated our model using the US-based SEER database. A sophisticated approach, MFP, was adopted in our Cox proportional hazards model to adjust the continuous variables (age at diagnosis, tumor size, and node-positive ratio) in a non-linear functional form. Previous studies have demonstrated that the survival rates of breast cancer patients were different in patients with distinct ethnic background [20, 21] . Hence, the applicability of our model to different races was a pivotal issue to address in our study. The discrimination seemed to perform well in all races. However, in white and black patients, the model was poorly calibrated across different years. These results reveal that non-Asian groups should be evaluated carefully in individual cases. Possible alternative solutions involve either recalibration using local data or developing a new model based on non-Asian data [19] . However, PREDICT seems to be a good choice for the non-Asian population. In addition to the lack of calibration to some racial groups, the current model has some other limitations. Firstly, sequences between surgery and other treatments are not well defined in either the SEER database or the TCR. The sequences between treatments might cause bias. Furthermore, many risk factors related to lifestyle should also be considered in the future. Lastly, it is important to emphasize that the period of follow-up, the years since diagnosis, in our data is not sufficient and will limit our interpretations. It has been recommended that a calibration at 5 to 10 years post-diagnosis [3, 4] would more accurately reflect the survival of patients. In spite of these limitations, this study used the largest number of breast cancer samples in Asia and will have great benefits for breast cancer prediction in the Asian population. The findings from our study are intriguing enough to prompt further research on prognostic models for Asian populations, as well as further research on breast cancer-related racial differences.
Conclusions
In summary, this study demonstrated that a new prognostic model could be practically implemented and provided results that have advanced the field of breast cancer research. We designed a powerful model that distinguishes the effects of ethnicity on survival rates in breast cancer and that accurately predicts mortality in Asians based on a large cohort of Asian breast cancer patients. We hope that this study will pave the way for new research that will benefit breast cancer patients around the world. 
